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mmm 



Btmnmmmm* (hgf) &w2&j&#£u tg#sis& 

l iBttoSgftT. 

[»#^7] Jff^»Mit5SH^ (HGF) &tM^tlTMt5 

mm* 

[»#«8] .Jffl&MfJBtfJBH^ (HGF) ^fM^ibt^tS 

5AUC^5^© K#fflJffiTf»Sjafp(|JIH«RrtAU C#l OfgJSU: 

flf#^K 2. 3, 5 Xte 6 SE*©j&0| 



C»#«9] JfFHK«ffSSm5®H^ (HGF) SrWafrJ^fcLT^U 
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8 v>r*ifraB*©»ai. 

^wt&fcibV), 2, 3, 5, 6. 7. 8x&9mm<Dffimpn$.i§-m 

mm. 

3, 5, 6, 7. 8xi*9mm<Dffim\*i&&mmmo 

m&m. 1 3 ] ^I&tt^S^jfilffiyt>^ST'feS. ftgtg 1 ~ 1 1 V*^ 
*l3^ffi««>»«f. 

[0 0 0 1] 
[0 0 0 2] 

[«e*©s^] 

sfmmMmmmm* (hgf) tt^ffFMisic^-t^^^*t5a{Eats^^L 

T$Sjl£*U *©»fc^D-^>^#fc$;ft£#;yA?gT*&3 (Bioch 
em Biophys Res Co mmu n, 122, 1450 (1984) 
, Proc. Natl. Acad. Sci. USA, 83, 6489, (198 
6), FEBS Letter, 22, 231 (1987), Nature, 3 
42, 440 (1989), Proc. Natl. Acad. Sci. USA, 
87, 3200 (1991)) „ * <D%k<Dm$t\Z <fc ij, HGF«in vivo 

\z & v ^TffF#£ h^lt wmmo&itmm. izm < e w- -e & < , a* £ffus & 
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^e>i^4ot|fe (Symp. Soc. Exp. Biol. , 47cell 
behavior, 227-234 (1993), Proc. Natl. Ac 
ad. Sci. , 90, 1 9 3 7-1 94 1 (1 9 9 3) , Circulati 
on, 9 7, 381-390 (1 9 9 8) ) , "T^*)^ tfiJ-^CDTKtfjfe^ 

[0 0 0 3] 

i:&ottfc©^HG F©lfiicfi-e©^M«3T'^>-5 0 H G F ©^M^lii® 1 
[0 0 04] 

L}frU J^J:©<fce>lcg*tf)lH^^;i/£:J§v^HG F©^frfHHr&c «fc *k ^ 

ifilffi j£&$> 3 V > 0:»Ilft£AK:>l* f £ H G F CD^tttf ES tC £ *IT V\ £ fctf)CD 
„ A«:6&^HGF<Z>^^#^feev^^i^*^^C■DV^Ttt, ill 3 

[0 0 0 5] 

*J> SalB^lfil'ffi^# ; E-T r ;b{C^f^--g>HGF©S#iC||LTli. Mx.«#M J M&M 
ft/\<2&^©M#^£*lT^<£> (Circulation, 97, 381-39 
0 (19 9 8)). 
[0 0 0 6] 
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<Dffifafoi8Li3-mmmt. mz-itmwm&x&zjbm. wm.(D&ikB&<Dffimpuz 

[0 0 0 7] 

tfcHG F^^mmiz^^x^m^^Mm-rzLti^xm^-ot^ 

z.<D£olz. &ih&&B^JV^mm&B^TJVlzMVXffimtt&i*$:M l &fcm 

mm^tixn^r. ^othgf <Dmmp3nwmm » s co^tii 

[0 0 0 8] 

» Hl©6 0 0 /« g/kg/h r»fCa%Stl**^»CJlll?»»t»-eJ±HGF 
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• 



mmtfS 3 6 n g/ml £ %> (DiZM It, g& 01 1£ fC & H G F#l Ong/g 
t i s s ue^ib^fib^^ofc. 3©3£^e>> ^lfil,#3l5;S:tf-?-©Jii2© 

[0 0 0 9] 

1 0 0#©lJBtT, <k »J#5iK:Jil 0 0 0#© 1 &>T Z ft&Lt=. B £ 

©5 o#jgiLh* <fc Wjgicii2 o 0fg#_Lfcfcsz:h#iim2*ifce 

#Ml«-r7;*#:#©5#© 1 J^T> &V&mKttl Oft<DlUT£&ZZ£%: 

[0010] 

JSU:© J: Z> IZ H G F l*iR-£ttA»©«^SPtt-CS&*S»fc:W H G Fiift 

^!6j#S*i*^©«nfc#rt»«l«:^"rzii:36i<qie>^l:3Q;ofc^ d©3&JH££ 
£>tc$8»3ii:5fc#>ictt, 3> Kn>f ^>«l»3a;if©IWJB^SRS:««-r«^D 

bTf^58bfe$-^l/y h^e>OHG F <DM.miztt-t2>ny Kn-f 
«MftBte©»«&tftSsfLfcfc£3, n> Kn>f*>«6fift&HteLfcHGF^S 

hTfii. =3>Kn>f^>iKBftS:BB'&*"fr9->€:ffi-&LfeHGF^ 
* -Kl/y h £Jt#U h#e>©HGF©&ffi#j*V^i:«: jlffiLfc 

c -f&fc-fc, n> Kn^^>«K*if©inilS^3SKS:*« , r*^ , n^^y*> 
fclH'&L^HG FSi©^*\ HG F©ifcflt#3iV^ £ ^bt^5. ZL©Z1 
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2 17 



[0 0 1 1 ] 

h>7 VT5ls*ZtlZ>Z.tt>mg2tlT&V (Am. J. Physiol. 2 6 
3, G 6 4 2 (1992)), /\/\°y > & Z £ IZ «fc *J, ffFfli£;ft"r 

y 75>x#2M2*u J&^i&Mo«l^^®^-tszii:^e>tiT^s (h 

epatology, 2 0, 41 7, (1 9 9 4) ) „ l^L&#£>, ^ElC 

mom^omf®.. jzj&h* 2 ^izmmi,, ^m^Lx$>^>mmiz^i-t^ 

T'feSc HGF$:PR* • ^I^S^fC £ LTtt, (V h V y 

&*i<&. W»a£&if&*tf«, flgflBK. HGF 

*tsa* mmM. m-&mM<D-mftz&tiz.tiz&v y hgficis*-^ 

SHGFlC^-a- • l&*-r£#jfC*;#£;ft£o HGF&I&3S • ^tStlli: It 

*iT^£„ wt*«©4M£©jg^fc, borate 
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[0 0 12] 

, HGF#afBLT^&^£e>^£fiiigbfco a 7 tc^$ j: e> IC 3 

0-3000^ g/kg©HGFB«y hjBWWKlS#l/fc*-&', 
HGF©g«#TS5c-Me t©Ty r U >!Mb SrStt, ?Sffifl;£*lT 

rtiiitt^fMiftlc, jm^rafflffltt-ett, &UMP£ifcU 

c -Me t &£<*g&fc$;ftT^&^e £©dfcfcj:, fi^ UfcJ&fcffllftlCfc^T 
[0 0 13] 

$ &Ki*»w#e>ra:HGF©ifif»rtift^K:j:s^s&ttS:a[a-r*fc«>, nutt 

1bWifflC& (A SO) ©SM&^/i/fcffiv^fcltf&frofc. BPt>. 9>y NTK^ 

fflStlSiil&jifflLfc. rtitt, HGF##ojfil«*r£fl2J§JCJ:»K SiJfeTK 

MPtu »j*©ASO&#, #£«&©«»**& SJfcKtti: ltWEffl?&iS 
3E*ASOJ»#*Ti©HGF©)©0lrt«^*ttfflLt&*^IBK:3&ofcii:* 
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[0014] 

(2) ^jfliffi^sxtit&m^B$:?&iKx«^R§-rsfe«)©, iaiB (D mm 

(3) 6!^gp&tflS&T*;&£, tufa (1) Xfcfc (2) SH«©^W^M^ 

(4) i^g|SfSa\£TXtt^£T-&£, tufa (1) 3U± (2)fH«©^T4g 

(5) vM&t?**, fffts (i) . (2) xtt (a) ta* 

R^o^r- #2jf • ftfia (D , (2), ( 

3) xii (5) mmomm. 

CD. (2). (3), (5) xtt (6) mm^mm^n^-mmm. 

(8) HGF Sr^S&rt^i: LT^-r*«aOCDH4«:#IIIRft^3K-9^«# 
LfcBfrfcJfclfcU ifilSu JfffHi^tJfWflitC^^SAUC^b^OlJ^TT'feU. « 
#»fln?*s«fciffl«i*AUC;tfi o^J:T-&£3££#^i:1-&. j«SS (1 

K (2), (3), (5) XI* (6) 

(9) HGF$:«M^i:imU So. H G F fc^ilr 

&-MLfcv*£4: zftrnt-r*^ mm en ~ (8) ^irtimmomffl. 

(10) ^Bi*fc«HjK©^jfett^a^fe{iM^a^^X^I»^-5 7 b c 
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frflE ( 1 ) , (2). (3), (5), (6), (7), (8)Xtt(9 

to<D&^m&&&mikT$z<Dmm<DffimmmT~tibz>. a ) > (2). (3 

)> (5), (6), (7), (8) X\* (9) 8B*©«&|*tfl«4MBS3!U 
(1 2) »URglA^H*ttS&IIR«!'ftfi-efeS, b&IE (1) ~ (11) v>Tn 

(13) iitti^a!t)5iift;Mt'fe5, gfffH (1) ~ (11) v^-fti** 
[0 0 15] 

UEtCriiJRS*lTV*5»i§& f^l&Co d e No. HGF-1019) 

#»j»*«ftii[fjist:i&#u t&m±m&&b&m. mm^xmuGF^m^^t 

<Dt£m±mfrb BWf?Z>MMx.HGF ^HSlt^T'tS Natu 
re, 342, 440 (1989), 5-111383 B i o c 

hem. Biophys. Res. Commun. 1 6 3, 9 6 7 (1 9 8 9) 

£#T*££ 0 ZKDi? tCLT#<=>;ftfcHGFW;, ^HGFtHI^:iiC# 
[001 6] 
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, IfrMte^ Kftgl»JffiB!& »HR«f<jsif««***iS. 

, SBWC^oTJIfcStf, J*A«#Sfc*J*&0. 0 5~J&2 0 0 0 0 * 

tf^fcMV^Ankle Pressure Index (T&Jfeffi £_h8ftlfilJEtf>Jfc) ©Hjg&fjV* 
, dlJfilK. ^lfil«c£#t^-r£o M ifeifil^^^ (Angiography) , Dig 

ital Subtraction Angiography, Magnetic Resonance Angiography^; £f lz J; *) . 

Society for Vascular Surgery/ North American Chapter and International S 
ociety for Cardiovascular Surgery IZ <fc »J #t^£n£t^«£ £tc:^e> 0 Jfll^t 

&#§g#J£. SJcjfc&T l 4rBr#&2 U < « 3 

[0017] 
[0 0 18] 
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m 



mmmi 

(l)#8s 

<3/*/-v-*9y hJB^T, HGF^O. 3, 1, 3mg/kgti^ftt 
^LfcS-a-^, 6, 6 0, 6 0 0 fi g/k g/h rT'3»I^j|ii$Lt 

8^ililml/kgtL 0. 3M NaCl, 0. 03% Tween8 
0, 5mg/ml L-alanine?:^10mM^i>ii|$ (pH5 
. 5) SvehicletlTM^fe, HG Fig^fr£ 5 3 0^, 2 B£®, 
8B*|SU 2 4H*ia«jl«, 7*;hfr&Jtj|, ffF£i«, («#»^J: 

7mi/hri:ife 0 s^ig&fr e> 3 R§piaj£U:iisii«jc, i^icim, st&wm 

HGFigMEL I SA*9 hT?*5>f A-^HGF E I A (4#3*&a?ffl$fc|ff 
S) fcJS^TSJJtl/fc. Bi^cpCDHGFli, 2M NaCl, ImM PMSF 
, ImM EDTA, 0. 1% Tween8 0^|t§20mM Tris 

-Hci (ph 7. 5) ^mmmtvxm^ mm :i2mi/g tiss 

u e , Jff Bi - ffm : 8 m 1 / g tissue), 1 #R|2Jn=E X V fc^, 

41C, 1 5, 0 0 0 r pmt'6 0#|Hjfrfr#J||U SlffliR«F©H G F*&±J£© 
ELISA^>);hlC«lfc„ X*^- K*lftK:t>V\T*u HGF 

[0019] 

HGF&*^i»)©«rt^ciK■^Lfe«©lKW^cs^t<5HGF^ifl[©^i#^c■^v^•c 

, SltC^-r o H G F L tt ®^i:o ^ t fe, flftTH 

1 HGF|:I»e,6, eO/tg/kg/hrtSWi^Lfc 
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£%(Dffimtpmm.iZ^>\,\T\tWfem& (1. 5ng/g tissue)E<TT' 

^^lCattfc. tg-^SPS5^ft{CJ3^eHGF©t 1/2 «1 0. 6 B|f§T*& 

GFSr^McfctJiK-^^^Lfe^t;, #9*1*0. 3mg/kg0HGFffl 
nmc£*)ffimfolZ&m2tlZHGFmmiZ. 10ng/g tissue©;* 

[0 0 2 0] 

1*1] 



struts, s^-ji 


a5f*3F*?&-5-. 3mg/kg 






MM 


AUC(hi-ng/g tissue) 
(infinite) 


11. 6 x 10 s 


820 


tl/2(hr) 


10.6 


11.2 


Coax(ng/g tissue) 


84.1 x 10* 


82.4 


Tnax 


5m in 


Smin 



[0 0 2 1] 

1/1 0 0 0®TO:ftofeo H2 fC5t£*l£ £^KU HGFtiSWrtCia^ 
Lfc»&, Jfe»tF©HGFMttJtia!»fl£<«|^L, &#*Jfil* 

[0 0 2 2] 

Z.<D*$K* HGF&#HRWK:fi?«S^Lfe»^ J(il», Jff«. IItf©HG 
F»fl^iK<#iW2jft*©K:#U jSftWJCfeWSHGFaflEttfliSBKHS^ofc 
. *iSa-^*T*>S 6 0 0 a g/k g/h rSteWJCfljCSfc, iftl?§*T?tt5 3 6 
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n g/m 1 fflHG F##£LT ^fctfMCftL, ffimtpT'it lOng/g tis 

»f^ffl$-&-r{C, #fc»*|K:»MRttK:HGF St#A?> 
[0 0 2 3] 

SD*7»;h OaBjft, SI) Sffiv^fe.. »5 Omg/k g©^> h^lf*- 
;i/ (#>f^tf?y M±®, &MUS8lfti5t5U 7^Wbfe. ft 

h£:c-^;i/tCj:*JJ«U £*R*PWflg<£>»»|*CH G F * fcli v e h i cl 
e£&#bfcc *»MffiM^e>f^£|f§*&U g#llmg/kg/da 
y, Milm 1 /k g/d a y, 1B1EU 5Hr^S#bfc. vehicle*; 
bT 0. 3M NaCl, 0. 03% Tween80, 5mg/ml ala 
nine, 10 mM Na — citrate buffer (pH5. 5) Srffl 

-?;**£®) &ffiv*T, *ffilT3PP»3«!l (H5©gffil) • TJUBPlM (H«Mi2 
) • J*T*MHI (H«Ptt3) • TIlfir*tfMW (H»ffi4) • ^UTatfMM (WfflJfi 

[0 0 24] 

1 3 ffiffiESf^ 11 — 3058392 
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vehi c 1 e &&^L,fcS¥T*l±, Hlfa&tf)#gPtelC£ V^, iESK^ifc^TO 
. 8~1. 7X:©^<BT^Be>nfco **lK:*fLT, HGF L£S¥lC;J5 
V^«, 0. 2—1. OTC0iS^{gTJC$lJ;*_£>*lTV^ o #g|S&&tC, iS^jgT 
$:2^-eititL/fci:z:5, 64-ffi£T©g|S{&{CfcVxT, H G F^^tf^tfMS 

fcV^Tli, HGF©©#(CJ: »;^3ftJCM(BT««»«!l3*lfe. 
[0 0 2 5] 

[0 0 2 6] 

HGF^-^l/y h^&CDin vitro H G F^ffilC £ tt<5 ZI > Kn >f 

(1) T5->1 om©HGF*f§-^I/i/ b©il§g& 
HGF^fi: 13 1. 2Ag/mg^i^^^ 

HGF 6 5 . 3mg &-M*-S2fc38}|*6. 9mUl%77->*M4. 4 
ml fcj£«*l 6 ml £<fctf 2%y-^nn^->!f >1 6. 7 g&»-&U ft&ft 

£ 1 Om 1 ©-r-f ^JK— if^S/U >2?JCA*l, 1 0, 00 0GT'6 0^M 

&fc*J SOO^gOHGF^ftS^O^-^^^h (Htf£ 1 . 1mm, 
£3 4mm) 

(2) 3> FD>ff >«^1 0^f©HGF*|$^l/9 h©WJ8iac 
HGF^fi: 132. 

HGF 6 5 . 3mg5:^tt57KM6. 9mUl. 5 %n> Fn>f 
HH-h'J ^A***2. 9 ml fcjfcSaKl 7ml £ J:tf 2 %T^n 3 1 
6. 7gS»^U ^*©&#*fcj&&a.T#WSii\ 
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> ^J»r-r^z:i:icj; y — 500 ^gCDHGF^ft5M©^-/<i/ 

«y h (i£^0. 9 mm. ^$4 mm) £#fc„ 

[O 0 2 7] 
(3) i n v i t r offi.&m.m. 

0. 3% Tween20mPBS (pH7. 4) t LTJBV^ 

. 3 7'ClCfc^T, 2m 1 ©ftffi«*tC±3*©*aTW38Lfe$ 1/ y 
*A*U HGF(Z>ifcffi^g£?H!l5£L£: (n = 2) „ &ffi?£tptf>H G Fig^lCo V\ 

[0 0 2 8] 

§li^^0 6{3f o BP'S, n> Kn>f^>«^r^©s:^<i/y h**e>tt 
, iB«jctt»t£i o o %<DHGFi)mm^^(DlzMh> 3>Kn-ff >Hi 

^■yf^fVitjyilHGF^^^^miZJ: y. H G F(Difcffi£{)Eii31*#S»:$: 
£J:y, ifcffi£^#HCU ^SP^JC^mfi5fCHGFS:#M$^:#S«rig'ffi$: 
[O 0 2 9] 

5f hf£l^rtHGF^^<D#lii#§&C£tt£ c-Me t <Z> U >8Mfc 

feW* c -Me t ©y >8fl;K:ov*T=fft8*Lfc. i-fMliTT'^y 
KS&fiPIBF^rtJCS, 0. 3. O. O3mg/kg0HGFSa^Lfe. 8^S» 

ICRIPA buffer(5 0mM Tris-HCl(pH7. 4), 50m 



1 5 
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MNaCl, 1% TritonX-100, 5mM EDTA, lOmM 
Na 4 P 2 0 ? , 5 0mM NaF, ImM Na 3 V0 4 , 0. 4 mM AEBS 
F, 10/ig/ml Leupeptin, 10/ig/ml Aprotini 
n, 1 n g/ml PepstatinA)&5 (ffifa) &fc&8 (JfFBi, WBI) 
ml/g tissu eifcfitlU sKU h n > fcJSHTsfc'ESJ*- hbfe. flT 
, 1 6 0 0 0 rpm, 41C, 3 0 #r^*k#lt-r £ 3 £ IC J: ytfcjft&fifcv^fc. 1 
Omg tfctt5mg (ffFBU MO <Z)ge§:-g-tf»m?SS:R I PA b 

uf f erT'lmUU 50/tl (»50%) CDProtein G Sep 
harose (Pharmaci a*±) 4 TCT*, 2 B£R9*f #bfc 0 

ICfcU, Protein G S e p h a r o s e ^OJWtlC 1 /t g <D 

fiic-Metift(Santa Cruztt) 4"Ce-Bfeiif#bfco $ 

»b&C, 2 0 /tt 1 <D P r o t e i n G S e p h a r o s e 4"C"e2B# 
IfifUMPLfc. ai4>lC<k y±**£l&£. Protein G Sepharose 
$:1b1(Z)RI PA b u f f e r -C3|ll?^^bfe^ 2Xloading buf 
f e r Si)n^ 10 01C, V. 5% SDS-PAGE|C«bfc 

3% BSA^^tfTBS-T (1 OmM Tris-HCl( 
pH7. 6), 150mM NaCl, 0. 05% T w e e n 2 0 ) tpT?ig2l 
e>-r-63^lC«fc U, ^n?*>yi/fc. TBS-TT'g<» lit* g/ml 
©#t!J >%&it?-U i/ytfLifc (Upstate Biotechnology fcb) 
^tfTB S-Ttfr-e. £3L 1 ^F^igiie) Lfeo S^fCTBS-TT'glcM, 
2 0 0 0#^Lfc^;i/^^r^^--^^Jn:v^^ I g#t#: (Ame r s h a m 
*±) fc^&TBS-TifnN lHtNBHSfc^bfc. TBS-Tt«, E 

CLfac;**^^? h^W(Ame r s h amtt)?:fflV^T, V 
fcc-Met0M5:l!ofc„ 

62. 5mM T r i s -HC 1 (p H 6. 7), 1 0 0 mM 
2-mercaptoethanol, 2% SDS^^CR^, 6 0°C, 3 0# 
55*8*1 5 -TS^lCJ: f^n-^U TBS-TT'^m 3% BSA5: 
#tfTB S-TtpT^h^-T^r £iC<fc y, ^n>j/^r>^bfc= TBS-TT'6 
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m 



<Sfc#^, 0. 5 ul g/ml ©jfic -Me t m#£-^tf T B S-TtfT, 

^-fiiJi^Ig^ (Amershamft) £-£t? T B S - T *Tf, ^ 

^Srfl^T, c-Me t©^ffi$:fTofe 0 
[0 0 3 0] 



U >iffcc-Me t {C^fTS I P-We s t e r n tf)*gjH£H 7 Km?, mm 
MffiViZ. 0. 0 3 ~3 mg/k g(0#^-^ilCfeVNT, c-Met©Il^'J 

c-Met©'J>iftttie>^ofc. r<Z><E&, 3mg/kggTOHGF 

mm $ <d sk<g izmntfi k h g f & &m £ s * & ^ l t v ^ & 0 
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